IN THE CLAIMS 

Cai icel claims 1-17, without prejudice or disclaimer and substitute the following claims, 
IJl, A method for the preparation of an antisense oligonucleotide or derivative thereof 
comprising! the steps of \ 

sekcting a target nucJeic acid, if necessary elucidating its sequence 
generating the an tisensfit oligonucleotide with the proviso that 
the oligonucleotide^ comprises at least 8 residues, 

the oligonucleotide cVnprises a maxirnum twelve elements, which are capable 

of forming three\ydrogen bonds each to cytosine bases, 
the oligonucleotide does not contam four or more consecutive elements, 

capable of forming thre^e hydrogen bonds each with four consecutive 
cytosine bases (CCCC) w»tthin tKe target molecule or alternatively four 
or more consecutive elemen^ ot^GGG, 
the oligonucleotide does also not conlM or more series of three consecutive 
elements, capable of forming threkhydrogen bonds each with three 
consecutive cytosine bases (CCC) wrriiin the target molecule, or 
alternatively 2 or more series of three consecutive elements of GGG, 
and \ 
the ratio between residues forming two hydrogen boWs per residue (2H-bond-R) 
with the target molecule and those residues forming three hydrogen bonds 
per residue (SH-bond-R) with the target molecule,\s ruled by the 
following specifications: 
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3H-bond-R 



^0.29 



3H-boncl^R 'I- 2H-boncl-R 
and synthesizing the oligonucleotide thus generated in a per se known manner. 

19. The method according to\laim 1, wherein the generated oligonucleotide complies with 
the followi:ig specification 




3H-bond-R 



= 0.33 to 0.86. 



3H-bond-R + 2H-b4 



20. The method according to claim 1 , wherdl|\i^tl^enerated oligonucleotides are modified 
for higher nuclease resistance than naturally occurring olJgo- or polynucleotides. 



21 , Tlie method according to claim 3, wherein the genetated oligonucleotides are modified 
at the bases the sugars or the linkages of the oligonucleotides, pmerably by phosphorothioate (S- 
ODN) intei nucleotide luikages, and/or methylphosphonate intemucleotidc linkages, N'3 > P5' 
phosphoranidate linkages, peptide linkages or 2*-methoxyethoxy modifications of the sugar or 
moditicatio: is of the bases. 
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22. The method according td claim21, wherein the oligonucleotide has at least two different 
types of m- )difications. \ 

23. The method according to claim 18, wherein the oligonucleotides are reacted with folic 
acid, horm :)nes such as steroid hormones or corticosteroids or derivatives thereof by linking the 
oligonucleotides covalently to or mixmg with folic acid, hormones such as steroid hormones or 
corticosteroids, peptides, proteoglycans, glycojipids or phospholipids. 

24. An antisense oligonncleotide or deriv^i^ thereof obtainable according to the method 
according lo claim 18 except oligonucleotides rebresOTted by Fig. 4. 

25. The oligonucleotide or derivative of claim\24, which docs not contain four or more 
consecutive! guanosine (NaGGOGN,,) or inosine (N,IinNj,)Vesidue$ and the oligonucleotide does not 
contain twci or more series of three or more consecutive guanosine residues (NaGGGN^;GGGNt,) and 
docs not contain two or more series of three or mote conseceitive inosine residues (NyiIlN,.lllNt,)» 
wherein N^ N^. represent independently nucleotides or oligbnucleotides or derivatives thereof 
having 0 to 20 residues, \ 

26. The oligonucleotide or derivative of claim 24, comprising a minimum often elements 
sand a maxi mun of 24 elements capable of forming either two or three tjydrogen bonds per element. 
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27. The oligonucleotide o\ derivative according to claim 24, having modifications at the 
bases, the fugars or the phosphate nMDieties of the oligonucleotides. 

28. The oligonucleotide or dWivative of claim 24, whereiji the modifications arc 
phosphoroihioate (S-ODN) intemuclcotide linkages, and/or methylphosphonate internucleotide 
linkages, N '3 -> P5' phosphoramidate linkagfcs, peptide hnkages or 2-methoxyethoxy modifications 
of the suga- or modifications of the bases. \ 

29. The oligonucleotide or derivative Af claim 2^ coupled to or mixed with folic acid, 
hormones, iiteroid hormones such as oestrogene, ^ra^sterone, corticosteroids, mineral corticoids, 
peptides, pioteoglycans, glycol ipids, phospholipM\ and derivatives therefi-om. 

30. The oligonucleotide according to claim E4,\wherein the antisense oligonucleotide against 
the TGF-131 gene comprise the sequences 41 to 73 of Wg. 3, the oligonucleotides against the gene 
p53 comprising the sequences 74 to 106 of Fig. 3, th St antisense oligonucleotides against junB 
comprising the sequences 154 to 172 of Fig. 3, the dfitisense oligonucleotides against junD 
comprising the sequences 173 to 203 of Fig. 3, the antiseAse oligonucleotides against the erbB-2 
gene compr se the sequence 298 to 380 of Fig. 3, the antisenie oligonucleotides against c-fos genes 
comprise th ? sequences 476-506 of Fig. 3; the antisense oligonucleotides against the gene TGF-p2 
comprise thi t sequence 5 19 to 556 of Fig. 3 as well as the antisenie oligonucleotides against the gene 
rb comprise: the sequences 597 to 641 of Fig. 3, as well as sequekces 1273 to 1764 of Fig. 5. 
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31. A composition compri5irite an oligonucleotide or derivative according tc|(:laim 24 for the 
manufactu:) ing of a medicament or a co)nposition for the inhibition of the genes p53, rb, junD, jiuiB. 
TGF-pl, T jF-P2 to influence cell proliferation, in particular of primary cell cultures such as Uver 
cells, kidney cells, osteoclasts, osteoblasts Vd/or keratinocytes and/or cells of the blood lineage, 
such as boaie marrow stem cells, and/or progenitor cells of red and white blood cells. 

32. A medicament comprising an oligonji^otidp according to claim 24 together with 
\ /additives. 

33. The use of the oligonucleotides acceding \d claim 24 for the preparation of a 
medicament for the prevention or the treatment of neoplasm, HWpoproliferation, hyperproliteration, 
degenerati^,e diseases, neurodegenerative diseases, ischaemia,\lisorders of the immune system 
and/or infentious diseases, and/or metabolic dysfunctions. 

34. The use of the oligonucleotides according to claim 24 for tHp analysis of gene function 
or drug tar{: et validation.-^ 




REMARKS 

Nev claims 8-34 correspond to original claims 1-17, revised to more clearly define the 
instant invention. 

By the instant Amendment, the missing S£Q ID Nos. Are inserted through the application. 
The numbers used in the application correspond to the numbers used in Figures 3-5. 
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